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NDA 19-462/S-027
NDA 19-527/3-020

e

NDA 20-752/S- 007>

‘\\'~<~—\<th..~ .

‘:Merck Re:éearch Laboratories - » k ‘
Attention: Michelle W. Kloss, Ph.D. ~ - SN G R
P.O. Box 4, BLA-20 I o MAR T8 1899
West Point, PA~ 19486-0004 ' P R :
‘Dear Dr.lKlosS:' B

‘Please refcr to your supplemental new drug appllcatlons dated January 27,1999, recelved Januarv 28, 1999,

-submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Pepcid® (famotidine) Tablets -
and Pepcrd® (famotldme) for Oral Suspension, and Pepcrd RPDTM (famotrdme) Orallv Drsmtegratmor lablets ~

We "roknowledge recelpt of your correspondence dated February 5, 1999

k l’hcqe supplemcnts provide for the addmon of the followmv contraindication statement to the end of the
.- CONTRAINDICATIONS section of the package insert: “Cross sensitivity in this class of compounds has -

- been observed. Therefore, PEPCID should not be "1dm|mstered to patients with a hlstory ofhypersensnn ity
- to other Hg receptor antagomsts

- We have completcd the review ofthese supplemenml apphcatrom and have concluded that adequate '
- information has been presented to demonistrate that the drug products are safe and effective for use as:
~recommended in the submitted final printed labeling g (package insert submitted January 27, 1999).

Accordmgly, these supplemental apphcanons are 1pproved effectrve on the date of this letter

If a letter commumcatmg nnportant mformatlon about these drug products (x e., a “Dear Health Cme

~ Practitioner” letter) is issued to physicians and others responslble for patient care, we request tlmt vou submit
oia copy of the letter to these NDAs and a' eopy to the tollowma addre%

MEDWATCH HF 2 .
FDA . :

5600 Fishers Lane - k
Rockvnlle MD 20857

- We remind you that you must comply with the requrremem@ foran approved NDA set forth nnder LCER
)l-l 80 and 314. 81

t 1f vou have any questions, contact Michael Folkendt,l{egulatory Project Manager, at (301) §27- 1602

. Sincerely,
s/ — 7.5 g >
g Llln Talanco M. D.

‘ 5‘D1rector : ‘ IR
Division of Gastromtestnnl and
‘Coagulation Drug Products
‘Office of Drug Evaluation 111 ,
~Center for Dmg Lvalmtlon and Research -
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DIVISION OF GASTROINTESTINAL AND COAGULATION DRUG PRODUCTS
o - MEDICAL OFFICER'S REVIEW

O NDA: 19»462 (SLROZ?); Sl S e
Ui .- 19-B10 (SLRO26); . , o MAR - Z%I99g:
- 019-827 (SLR020); © ‘ » '
. 20-249 (SLR009);.

sa‘aﬁsio‘r;‘ - : : Merck Researoh Laboratories
L Drug na'me:: o ‘ IPEPCIDT"" (famotidine) Tablets, Injection, Oral Suspensron
v Ch Injection Premrxed and OraIIy Drsmtegratung Tablets
: a»;aggbaméaeii?_‘f o January 27, 1999
 Date Received:  January 28, 1998 ~
. a'e{/iew ccapia‘éd;.d k'March 2, 1999 ¢

. Reviewer: Kathy M Robre Suh, , M.D., Ph. D.

: -‘Among the H2 receptor antagonrsts, cross- reactivity with regard to hypersensrrrvrty has

.. been seen in some patients. (See FDA Division of OTC Drug Products review; “"Cross-

Hypersensitivity Warnings for the OTC H2-Blocker Drug Class” (dated 2/24/99)). Over- -

- the-counter H,-receptor antagonist products (acid reducers) are being requested to .

~include in the product labeling an allergy warning: rndlcatmg that cross:sensitivity may :
exist among the H,-receptor antagonists. The sponsor has revrsed the Iabehng for its

b - OTC famotrdlne products accordingly.

In this submrssron the sponsor proposes to revise the CONTRAINDICATIONS section of -
the package circular for the famotidine prescrlptnon drug products to provide labeling
consistency between famotidine OTC and prescrlptlon products The sponsor proposes :
addrng the followrng to the CONTRAINDICATIONS sectlon

:] DRAFT LABELING

The applrcatron also rncludes a few minor edltorral and formattrng changes.

: These changes are belng made as-a Changes Berng Effected supplemental apphcatron 10
‘the above crted NDAs. :




1 3/3/99dgw

NDA 19 462 19-510 19- 527 20- 249 20 752 :
PageZ

- ) Aléo, the spoh‘sor requests that the Agéncy p‘rOVide to Merékb& Co. cobie’s df the
reports of cross-sensitivity. AT : : : e -
" Reviewer’ siCOmment‘s'aﬁdRécbmmehdatlbhs ~
= The sponsor’s proposed Iabelmg revision is acceptable | recommend that th:s
apphcatlon be approved. : :

L 'The sponsor should be provnded wnh the 6 cases of cross-
e .,ldentlﬁed in the 2/25/99 OTC review cnted above.

hypersehsitivity reactions

> "‘CC‘
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€3 MERCK & CO, INC.

- West Point, PA 19486, USA o :

PEPCID Armnved

{FAMOTIDINE) TABLETS .

PEPCID®

IFAMOTIDINE) FOR ORAL SUSPENSION

PEPCID RPD™ -

[FAMOTIDINE) ORALLY DISINTEGRATING
TABLETS

DESCRIPTION
The active ingredientin PEPCID® (Faevatiding) is 8 Wistamine

Hyreceplor antagomsy. Famotidine is N-taminosutonyif.

H2-1(draminometyiere saming]-a-thiazolyllmethyl ltKic fpras
paninidamide. The empincai- formuals ol temotitineé: is
CaH 1N 035 and its moiecurar weight 1s'337:43. irs structorat

formulais.

EAY

Farnotidine is o white' 1o pale vellow & rystaliing campaiing
hat is freey soluble in glacial actiz acid. Sty solbie 1y
methanol. very slightly sniubia mwater, and p setizally insal
ublein ethancl. o

Each tablet for trat administration ¢bntans either 20mg s
40 mg o' famotichne and the follpwing thactive ingredienis
hydroxypropyl celkilose, By droNynr OBV T EthvIc o s, (reR
axides. magnesnim stearate. rmicrotrysialime celluiose, SO
STRICH 1ale, 300 tranium hoxide

Each Orally Disintearauna Tatiet Ier arsl sdministraticn
contains wither 20 my or 40 myg of tamatiding ano the *olow.
NG msctiveingredents, aspanarme; mint flavar, gelatin, man:
nitol, red{erric oxide, and xaninait quin,

Each 5 il of ihe oral susoension wher piepares 55 direeted

‘eonlains 40 mg of lamottine and the following nsctve 1ngre-

drents: atrie acid, Havors, microciystalline celiuioze and car-
boxymetnvicelulose sodium,. sucicss and: xanthan gum
Added as preservatives ars odium bénzoate D. 1%, sachure
methy:iparaven 0. and sodiany propylarabien 0,075
CLINICAL PHARMACOLOGY 1N ADULYS

Gl EMoces :

PEPCID |5 3 comprtitive inhibitdr af Mistamine Hereceptors.

The primary elimeally imponani pharmacalogw activity -6f
PEPCID is inhibinon of gastrie sécistion, Boththe acie copeeps

tration and volume of gastric sécretion are Soporessed By

PEPCID, while shanges ir pepsin sacretion are oroportionatty
voiume outpul. . 3
In normal volinteets and hvpersettatars, PEBCID inhitored

“'basal snd nocturnal QAN SPETRLON, ay well ax spereton

simulated by food and Dentagastin Atter oral agministra:
tion, the onset of the amtisecretory e oreurrad within ohy
hour: the tiaximum eHect was doseCependent, oo urnny
within anz 1o three hours. Duration of inhibihon of seeretinn
by dosas of 20 sni 40 mgwas 10t 12curs,

Single evenirg oral doses of 20 and- 40 MG inhibited basal
and nozturnal aeid secretion in 3l subjects; measn nocumal
gastric acid sacretion was inhibited by 868, and 94%, respedt
tively, for a period of atieast 10 hours, The same toses gives
inthe marning suppressed toad-stimulzted acio secration
all subjects. The mean Suppression was J6% and 84%: respen
tvely, 5 to 8 hours after AAMIMSration; and 25% and 303
respectvely, 810 10 hours atter administration; In some by
1ects whoreteived the 20 mg dose, however, the amisecretory
sffact was dissinated withm 6-8 hiirs, Thete wias no cumt,la.
sve effect with repoated voses. The noLriat intragastne pH
was r1aised by avening doses of 20 and 40 g of FEPCID 1o
mean vajues of 5,0 and €.4. rrspachvely. Whan PEPCID was
gtven afier breaklasy, the basal daytimes nterdinesive pH ar 3
and B hours atter 20 or £0 mg o' PEPCID was raised 16 abputs

FEPCID had litte or no etect f LSt or bosinranii
serurm gastrin levels Gastric EMPYInG any exoerine pancre.
atic functicn were not a*fected by PEPCID
Other Elfects X .

Systemic 8lects ol PEPCID in the CNS- aivgiovs
TESDUMOrY O endotine systams were ot nated n
pharmacology stuties. Alsy. n annandrogenic e werd
noted. iSee ADVERSE REACTIONS ! Serure horméang lev
including prolacur, conisot, thyrexine (T, and 125105tergre.-
were notaltered oher vreavnent with PERCID.

COPYRIGRT 4 ¥
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slightiy decreased by anta
RO ChPsds ennspnuence

et routes, MENG clearancs s h0.4
MABLMD DUl excreton. Tw.

SNEARH OTOTIVeIEG M TNe e
Aned compound. The onm meiatoms dennlieg
Wanz e Soxnde R

THETR 15 A CI0SY TENTIONS D hitviens Mdatinige sharanee
vales asdihe eliminaticn naifa i DN oanentewans
severs renal nsUMCIRNCY, 1oL, Srpanmne wieataces oss thai
10 Ml the efimmaton Ballhfe of PEPCID iy . Xged 20
Bours ang AUSIMENT O doss o HOSMuIntervais v v O
gssary aser PRECAUTIONS DOSAGE AND ADAINIS
TION) .

SALEY DIENE e ard w thrasy
relaten changes in the pharmacoxmelies o1 1
Ciimeal Shudres

Ducagenal ticer -

Ina .S multicanter, double-biind Sty i i die s o
endaseomeally confirmed quodznal alear. orahy A
PEPCID was comparer to niacebo. As shown i Tagis 3 50
of vatients reatzd with PEPCID da TS W e Noaled s
week . .

Aticaniy g

Tabie ¥
Otpatioms with En3oscanican

Loptirmed Healed Duagenat Utegss

. PERCID 2ETQD Plagabw
40 mg h.s, 20min g .
N=8D - NS (N =g
Weey 2 T3 : 17
Weak 2 STy It

SNENY SivdCantly Sieren har prasatio i 000

Patients AGt healed by wesk & were rONbned Y HRe study.
A3% ol patients ueaten with PEFCID nasl heatert |
VRISUS 455 0] patients remee with pincann. Th ing ey al -
ulter nealing with FEFCID was Hanieantiv nrgher than with |
PIRCEDY at each time DOIN baser on araporion of enaosconr
cnlty contirmed healed ulcers, .
IS Study, timie to rebsf ol dayihne ang nournal pam
was sisnibcanily shorter ter pauents recemvieiy PEFCID than
{otpatinnis receiving placabo: patienis recaving PERCID atsis
Yook :ess antamd fhan the patrents receiving piaceba :
Lang Tersy Maintenaisice .
Treatmani-of Duodenal Uleprs " - sl ; .
PERCID. 20 ma b 5. hos, wak compnreif 1o placebo K o
maimenance tNErany i twa doudle Dind, mrullicprer studhen
of patients with rndoscopicaliv conizmine healed duodens
alcers in e U3, study the observed lcer i twdence wilhm 12
oM N patients weated with placebo was 2.4 tmes groeatet
than o tne panents vested with PEPCID, The 89 patienti
treated with PEFTID nad a comulative observed ulcer e
denee ef 23.4% company 12 an observed wicer meidence o
BBB % in the 83 panonty receving platebo 13<0.01). These
Tesulty were confemed snoan iternanonal study wivens in
Sumiianve ohiservett ulcer intdenca withim 12 months 1n thr
307 pavents seated with PESCID was 35.2%, comipared 1o on
neidence o1 75.5% in the 325 patients roated with placebo
LA VRS

By week 8,

“Gastne e

Inbotn a LS, and sk wieinational muiticenier dnublethhad *
Sludvm panpnts W thcndoscomcanyconﬁvmc(la:lvvehcm{m
QASITIE uicer, ofaly admimstered PEPCID, 40 mea ha., way
COmMparet 10 placebe Ny, AMacids were permmed dunng ing
studies. bol consumption was nol sianibeanity diftereny
betwaen the PEPCID and pincels YTOURS. As Shown n Table 7,
e meidense sl ulcer healing leropouts counted as unhaaleds
with PEFCID was stansteatty sianihenmly better than plasehis
aweeksSandBinthe ) S Study. and atweexs 4, 6 and Bin e
IMErRItonal stutly, Dased nn the number of weers thiet |

heded, conlirmed ny end Copy.
Tablz 2.1
Patients with Endostopichilp
Conprmey
L3, Sy
PEPCID Placehs PEPCID
40 A0 mg ns, E
3 IN=145; - Ya5;
Wtk i
Week & 46
Wesk 8 IS Sat

AN piacete O Han, B .6y

T S ratinvaily
PRSI velys

phéEantp Lo

Tirhe o completd reliet G davtime e . TANIME DA Wi
My shorter lor paten recemang FEPCID

than tor parerts receiving maceho; however r nerther stady

wasthere astabisteally somfizant tilerence inthe BIofnhen

of satrems whose pain was ratieved by the pnd of the o i

lwedk B,
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A eEarel to platet, Batie NS whiv tbe vrv-.'(* PEREID had
faster relief afdevima ang PRPITTME eans
verinaiage of alents expenanten somiets rabef af nigk
vmarreanbumn. These dilferences wire Stansteaily m_nml.
e
i she “Ataialional Study, when PERCID W0 mg ool b
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Patn ommm RpRrsecrarons Conifiions !
£, 5 Synerome, Multivte Eadricring Ademom :
m)nw: AF SalEnts with pathplogics! hypareassatnry
such'as. 2ollingerEhson Syndrome wih or Wt
ok endocing adenomas, PEPCID Siniheamiv rninaed
SIS 387 SEvreton and conUrolled assomiatei © rpioms,
admnisteTed doses fram 20 1o 160 mg WS T man.
tamedt pasbl-azid secreton below 10 mEdrre intial goses
Were ttrated to the individual patisnt teed ant sy e
Adustments wire necessary with' time h. some pacent
PEPCID was well loteratad at these hijh'dose levils for
ONQaed pENOUS LHreAET tNAA 12 monihs) M RIANt paenly
iNETE wWere no Cases reDoned of Qynetsmasti inctansed mo.
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Bidavaitabiiiv Studies ol ¥ pediatric patiénts (1115 vaars
Aer SPOWe i mean oral moavatlabiiny of 0.5 compares t
aduitvalues of .42 1o 0.43: Ora) toves of 0.5 mgikp actvey
an AUC of 38 B0 ng NEMIL 1 prdidite patients 11-15 veary
of aga campare a1 482 2 181 ag-hrmUin agults trested wir
A my eraty
Pharmacodynamis B .

Pharmacoavaamizs of Emandine wers svatudted 1n 5 ped
Jtric pahients 2-13 vearss of age using tha sigmaid oy, roel
These dala sugne st That the ralationshio berwEBn SERIT: o
centration oHametdNe and QasIfie aLio sUPNIESSION ol
larta that abserved 1 ohestudy 61 aduits {Tatile 7s.
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INDICATIONS AND USAGE

PEPCID is ingscatgd . -

1. Shorrteem rraatment of acive duodena: uicer Ndgi pdul
patients heal woihin & weeks: there (s rare1w f8asen 1o use
PEFCID at tuli dosage for longerihar 5 (o 3 wariks Stuthes
have not assessad thiy safety of famotidiee in Uit emshicnte:d
active guntienalvicérior parinds b mora than 2igHY anks

2. Maintensnce therap i duadenal viger: parier LIN

redyced dosage attér healing Blan active wiear Coivwrallen
studies in 3uits have not exianded bayond one vis : :
3. Short term tredvmentof active benign gasin icsr Mos:
AU patents heal within 6weeks, Siucies have not assessert
the safety or efcacy ol famovdine in uncamplicated acuve
benign gustre viee:? 1or peHods of more than B weeks,
A. Short term treatinent Of Gastroesophageal refius diseasy

" IGERDL PEPCIC w” indicaled ‘of. shorm. term trepimien of
pAtients with symploms 6 GERD tsee CLINICAL PHARMA. .

COLOGY IN ADULTS: Chiical Studies) . .

PEPCID 15 atso inthéataa for the short term tresthvent 50
esophagitis due to GERD including erosive ot vlcerative dis
ease diagrosed by endostopy (see CLINICAL PHARMACO ¢
OGY INADULTS Climeal Studies:. .

5. Tredtment ot patholdgical. Sypersecretery  Conditons
Cring ada-
namas! (see CLINICAUPRARMACOLOGY INADULTS,; Cinea
Studisst, )

CONTRAINDICATIONS

Hypersensitviy Wany Gompanent o1 these Provucts Crass -

Sensitivity i ‘s class of compounds has bean-observii
Therelore. PEPCID should not be administered 1o patients
with a history ol nwpersensitivity to oiher Hy-feceptor ERLGETE
nists,
PAECAUTIONS
General .

Symiptomatic fesnarise o therapy with PEPCID ilose hai
preciude ine presency o1 gastric mahanancy,
Patients with Severe Aehai insofficiency

Lenger miervals DEtWeen doses or lows? DESEY may haed 1
e usel 14 pavents With sevare renal msedHoeney lereatinmng
elearance Q0 UMY o sdion far (he lonaer shmisaia
hatbiife el famotidine. (Ser CLINIDAL PHARMACOLOGY 1M
ANULTS and DDSAGE AND ADMINISTRATION 3 However,
cutrently, no drun-relaied 1oty as been 1und with Ry
Plasma concentrshons of tamstdme. E
information for Patients

The patiest shanld b

INSUCIRG 1 shaki the ofal Suspen.

“on vignronsty Ior 3:10 $6onns brint 1o HACYS Usa, Uhueed

constituterf oral susnensmnshsyld b discarded atier 30 taye

Papents: should e anstiieied 1o leave, the. PEPCID RED
Orally Dismntegratig Tabiaitnthe unopener) Datkage urhime
tme ol use. Patents SNEGIA then open the tabiey biste: o

P with dry hangs, pigte e tabier en the tengue to hssnlve and

Be Swallowed wih Sanval No waléi s neeged oy taxing the
tablet, g
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Eediatrie Patents . s .
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dwrdzd b upto 40 mo by o ..

Whibe pubhshed uarontrallen sidies sugues eHedivannsy
of larmotsding i the treatmast of yastr Eeophagem relivath
aase and perticulzen dits i podioine panenty arg msatlhosin
10 establish percent response wah dose and duraner of 1
3py. Therelore, veatment duration tinibalty Dased on agill
duranon recommendahonsy and tose should be indviehuit
LA DASTAON Chn Cal reSPONSE snd/ot pH detarennatinn gas
N Groesephageall and endoscepy, Pubhshed uneonteoling
shaieal stuthes i bediatng paueres have employee doses ap
o) Mm@ day iorpentn vierr and 2 makasitag lo GERIy il
A wilnutexsphags aoiudon prosinng ane are

No pharmacnionehe ar BN MARBny e ¢
Bhie UADBIIBING tatrents onter T vear o noe.
Use in Didetiv Patipnie Cod

G330 ARSI Y sren e Dases i Adn fuea TR
CAL PHARMACOLOGY 4 ADULTS. Phaomne ven sy faee
age adiustment v the CASE O SEVEIO FEBLIMPBN IR Y D
nECRESAY,
ADVERSE REACY ONS .

The anvarse reactisns BSYRG Poiow avn buor yonirtin: i
Y GOMESRE AN NG NAL OGN EIMCaT LNAIS 11 A PR Avimstety
2500 patieers. In trosy chmtnl trinin i whiels
3 B the ming nat
AUVEISE RXDRIENCES 1 the 47 oun whith rocervad PEPLID Tat,

p

EOIWIR G2 WHROGT 30 v Sa0ve achivatian al car
"y

ol oo

e

LTI

it are i




| BEST POSSIBLE 0

PEPCIZY armotiting, Tablats | L
PERCIDY Hamondine for Oral Suspensior ..
PEPCID RPD™ tarrondme) Orally Disintearafing Tablats

fers 4 My st bedtime: was Simb1aE T6 1hat 1o The plackhs
group., .

Tne Ibliowing adverse reactions have Deen repbréed To
SESUrmeMore than 1% of patients on therapy wity PEPCID in 3
ottt chimcal (hals, ana may be causaily reiated to the

driog: hradache 18.7%), dizziness 11.3%), consupatian {1.2%}

anddiarmea 1. 7%). ) . .

.. The following other sdvirse iésétinns have been reported
Cinfrequentiv i cimcal trials of smnce the orug was marketed,
The relationship to \hgrapy with PEPCID has baen uncteat n
many cases: Within eacn cateon the adversa rearhans are
listed i arder of decreasing severty: :
Bodv as aWhaole: lever, asther fatigue
Carcrovascutar: arrhythma, AV blotk, psipitanon
GHSIIHES I Cholestant aundice, irver Azvme abnor
malities, vorniting,-fausea, abdominal Siscomiory, anorexia,

dry mourm : R .

Hermarologie: raré-¢ases d dgfanulocatosis, pancytoperi
leukopana. thiormhneytapenia

Hyper
clema urisana, rash, conjunctival injgethion

Musculbspielal: mustuloskeleral pan including ‘museis

cramps. arthrsgia
Nervous: SvstemPsyeniarric,
sturba whICh ware rever
VB was edtamed, including halluginanons, confusion, amiar
BONC GepressIon. onxely, . decreasend
mnsamnia semnnlance.. -
Aespirarone: aronehngnssen P . ; g
Skinzioac epidermal nec-oIvss 1vary Firdl, alopecia. iths,
prutitus, cry skin, flosming
Spec:al Senses: tnnitus, tasie disardar .
Other: rare cases of mpetence and raré cises of Qyneco-
masua have been reported: hawaver, -n contrallad elinical tri:

grand” madl Srizurel piychis

als, the (ntidentes wers Nl greater than those Seen with -

placebe

Theadvessereactions réparted Tor PEPCID Tablets may atso -
peour with PEPCID for Orat Suspension and PEPCID RPO :

Orally Disintenrating Tabiets.
OVERDDSAGE

TRErE IS no evBennad (o date With deibarate bvariosage,
Oral doses ot up to 640 muzday have bean qiven lo adul

natients with patholomical ivpersecrelory Condnians with no -
serious adverse effects Inthe event ol overcosage. treatrent

shautd be symptomianc and susportive. Unabsorbod matesat

should be removed from the gastrointestingl tract, the parrent

shouk! be monitored, ang supportive therany should be

emploved. - E

The aral LD<y of Famaiiding i male sad female fats” and

" mace was greater than 30006 MQikg ard tha minirmun lethal
" avue o dO3e in dogs exceeded 2000 maskg, Famohadine did
notoroduce overt effects a1 high orzl doses (nmice, rats, cats
and “4oag,. but nduced smbicart anorexia and rawrh
denressinn it fabbits starting weth 200 mg/xgrday orally. The

1 AUAVENOLS LDy, of amotisme o mive and rats ranged fromy

254-553 mapka and the mipnrum lethat singie |V, dose in”

dogs'was approximately 300 my/kg. Signs of acute intoxica-
< banin LV, treated dogs were emesis, restlessness, palior of

MuCous membranes or redness of mouth and ears. hvpolen:

ston, BehyCardia ana cellapse,

DOSAGE AND ADMINISTRATION. -

Quodenal Ulcer . ST ST

Acute Therapy: The recormended adult ofal dosage for ;
actve tuodenal Ulea- 1y 40 Mg once a day at bedtime. Mast:.
patents heal within & weeks: there s rarely reason 1o use
PEPCID at tull dasage tor fonger than 6 to 8 weeks, A regimen
of 20 mab...d s aist »ffecrive. - . ;

Maintenance Theray: Trheigcommended adulvoral ok
“20 maonce adav ot bedlime,

Benrgn Gastre: Ulcer. 0w L .
ne Therapy: Thy recormended adolt ol dosage far
Athvebanign g wiceris 40 mg once adav at bedrre
Gasteopsophopeal Reflox Disease (GERD) . :

The-recammenced oral dosage for tredtmeat of aduh
patients with svinptoms of GERD is 20 mg boag. for up o &
weeks. The recommended aral dosage lar the trpatment of
adull pangnts with QS0UNBGINS inThuding 2rosinns ang uieer-.
ANONS ana ACROMPARVING svmploms due to GERD is 20 or
W Mg v for uplo 12 weeks1see CLUNICAL PHARMACOL-
QGVIN ADULTS. Clhirciat Stuthes, .

- Gozage lor Pediatric Panents

See PRECAUTIONS. Peqiatric Patisiits, ;

The Shidizs descnoed in PRECAUTIONS. Pegidiric Patierits .
‘Suggest the following Startng doses w pediotng patiems 1-16:-
yrars of aga: .
Feone ulcer < 05 makpdiy poo. al bedtime or dvided bli d.
STun e 30 mgrday. .

Gastroesopnageal Rellux Disease wWith 5f Withbit esoph-
3Qris metading erosions and uiceranons -1.0 mQAkgiday p.o.
dvided b, up to 40 mg bi.g. g

WWhite putilished uncontrolied stidies suggest eHectiveness -
of tamuongine in the treatment of gastroesoprageat reflux dis- -
2558 2N PERUT UICET Galy W pEUIATIC pabents are insufficient
1o estabiish percent response with dose ard duraton of ther

, A0y, Therefore, treatment duratinn 1t nmally based on adult
durauan recammendanons) andg dose should ba individuas

L1808 DASEd On Ciimgal response andins pH determiration 1gas. -

Or esopnageall and endoscony. Pubkshed uncontroned
SBMCAY Stugres tn peA1Atrc patens have employed doses up

CPEPCIER
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able on pen:aT PANEME urier Y vear of anie
Pathniognzar Heis rsacreion:
Elisan Syncrome. Muitinla Endocnne &dens

The dosage &1 PEPCID inpavents with patk smcal hepe?

DS

B
Tecommaended 3dult bral starting dose lor pathaiogiost hyper
SeCrRoV tonthlitng s 20 my g § k. Insorme patents a neqahet
SWuNG cose May beteduires. Qoses Shouli de adjusted 1o
ndividtal Datent veeds and Should contnue as HehlVE RS
callvinowared, Doses up 1o 180 Mg q 5 1 have been aary
tered to somaadull panants with severe. Zultmger £
Syndrame

Oral Serspemsion .

PEPCID for Qrdl SUSRENSION Mmay B substitited for PEPENY
Taniers o any of th above mdicatos, Each five ml Sonta
30y ol famanioing AHEF consttution of tha nowder wah
46 mLof Purlipd Watsras dieected. .
CHARE far Frénaing PEPCID Far Ol 8 uspensian |

AR SUSTENSIBA ALt of dupensing, Siowiv iy
rified Warer., 510 sazomay

Shaks wnigorously ter &

mmegistely 3Rer A0 1he Water and iRz Ataiv batars

use, .

Stabmity of PEPCID for Oral Suspess
Unused constituten oeal suspeasion shEui Fe

30N

“after 30 davs.

Orally Disidrgnrating Toblirs T

PEPCID RPD Oraliy: Disintegratinig Tab e Wity be- Subste
tuted Yor PEPCID Tavletsin any of thi anove indicatione at tha
same recomoeitedosages. !

PEPCID APD Oraily Lisinteaqritinyy Tab ais rapiciv isinie.
Biate on the maogue. NO water is neededt far Hiend tha tabier.
Palents shouid be'wstrucied 1o OPRN e LB BUSI DAk
with ary hanas, Siacé the tabie on the 1o nmis to Dregrae
andhe swallowed with Baliva.

Concomitan: Use of Antagids 00
Amacris may & given concomitartly if neaduy
Dosage Aofusoent 1oy Patients vitn
Severs Peraiinsuflicigney P
I aduit patenty with severe ignal insotkd e it A
creatrnine tieasany tegd than 1C mlymia, the elimination Hit-
life ot PEPCID mav exeasd 20 hours, FRALMING ADPIENINIY
23 houts % apalt dalien Althounh ‘noretatensting of
advarse etfenis o high pasria levels has been astabbshed 1o
Aved excess agimutanon of the diug, the dose of FEPCILY

may bie reaacea ¥ 20 mg hoslor the dosing Iterval may be

Droionged 1> 36-48 PO 38 1dicated by the pafient's conical
resnomsey,

Based or the
Tor PEPCID in adilts and bediatns pavents dusage
ML a BaUGEsS patiants with sevore reani o msoHi
shouldbe considerer.

HOW SUPPLIED
No. 3538 ~ PEPCID Tablets! 20 ma

DLEHSCH ] DhArMEconBEE Sarariptns
S

& DRty CTieted,

= Urshaper. fifm-coated tantets coded MSD 963 50 one sioa ans

PEPCID anvthe otnher. Thay are supplisd as follows:

NDC 6006 096331 tinitsiuse botes of 30

NOC 0006-0363.93 unitsl use botties ot 50

NDC ODOR-0383-58 Linit6f usa Bottles of 100

NDC 0006-09R2.28 Gt dose package of 10¢

NDC 0008-0953-B2 hatites of 1.000 .

NDC D006-0963-87 bolés 61 10,000 .

NDC 0C06-0963-72 tatton of 25 UNIBLISTER™ cards ot 31
tabiets each, L g B . :

No. 3536 <= PEPCID ~ablels, 40 ihy, Ate fight Bicvinish:
drange. U-shaped, Flm-Eoaten tablets coded MSD 854 on one
swie ana FEPCID on the other, They are supplied 38 1010ws

NDC 0006:-0564-3* unitof Use botes bf 30

NODC DOL6-0854:94 Ui o use batttes of 92

NDC Q005-0964 58 unitsf use hotties of 150

NDC 0006-0964-28 Unit désa package of 100

NDC 2006-0954-82 hoitlés of 1.000

NDC 3005-0964-87 botties of 16,000

NDC 0006-0964.72 carton of 25 UNIBLISTER™ fardy o ]
tablets pacn. e

NoO. 3853 v PEPCIDRPO Orally Disintenfatag Tablets.
biored. hexagonatshaped. IVophilized
tabiers measurng 13U Mmsiee to sidel and 152 mm pent
1o Do, with a Mt RV Thayars supphed as folows:
3593J Y Ommrdose pazkage of 30 .
NDC 0006-2553.48 (i
2HGRYIa%e Dazkage ol 100,
No. 3558 — PEPCIDRPD Oravy. Duimegrating’ Tabisis
40mib, are pale rose Loloted. nexapnnabshAned: Tvhohlian
1abints measurny 159 mm iside 1o sidarand 18 3 mmi Tsennt
16 poniL with a mint flavor, They arg suppliest as o ows:

NDC 00C6.3554-31 iirist dose oatkage of 30

NDC 0006-3554-48 uritt dose dackage of 100,

Mo, 3538 — PEPCID “or Oral Suspensinn 1s i Wwhita th o,

“white powder cCOMAINtNG 400 my 0! famstiding tor oonst iy

Hon. When constiuted as gifected, PEPCID tor Oral Suspen.
sioh s tTa smooth s mobiles - i white; L nomioaeneous
SUSDENSION "with 3 CREry-banana-mint” bivbi comtmnmg
L0 Mg of tamositing par s mi, . i .
NDC 0006.3538.82. botttes tontaining 40D my fimstidinae

~ APPEARS THIS WAY

ON ORIGINAL

RAMBLBEVARTIE At Dre v

APPEARS m;sw;ﬂ‘%‘v’; ‘?’ .
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER: 019462, S027

ADMINISTRATIVE/CORRESPONDENCE DOCUMENTS




i package insert consistent with the recently required allergy warning statement for the

Division of Gastrointestinal and Coagulation Drug Products

 CONSUMER SAFETY OFFICER LABELING REVIEW |

[ NDA number Supplement number P Drug Name

19462 | SLR-027 Pepcid® (famotidine) Tablets ;
18227 ] SLR-020 . | Pepeid® (famotidine) for Oral Suspension g
% . SLR-002 | Pepcid RPD™ (famotidine) Orally Disintegrating Tablets

COMAR 17 13

~ Sponsor: Merck Research Laboratories -

~ Material Reviewed

.Subxhiséion Date | “R‘ec'cipt Date | o Iteni(s) R'é'viéived,: B

| January 27,1999 |  January 28, 1999 - | Final Printed Labeling (FPL), ID # 7825031 L o

S P e - g Diskette (formatted labeling text in MS Word 97)
February', 1999 | February 8,199 | o ame: 7825031.doc T

E kBa'cykg'fQ"uiid ~

- These 'sﬁ;’jple‘ﬁlents; submitted év}'S‘xS:pécial‘ Shpplemeht ~ Changes Being Effected,” provides for the: :
- -addition of the following contraindication statement to the end of the CONTRAINDICATIONS
- section of the package insert: =~ G ST : o

_‘ “Cross sensitivity in this class of compounds has been observed. Therefore, N
- PEPCID should not be administered to patients with a history of hypersensitivity to

o other Hi—receptor antagonists.”

g “The firm submitted'tlle‘se‘ supplements to make the contraindication statement in the prescription

- nonprescription Pepeid AC® (famotidine) drug products labeling. This allergy warning statement,
- “Donot use if you are allergic to Pepcid AC® (famotidine) or other acid reducers,” required by the
- Division of Over-The-Counter Drug Products, originated from the discovery of a number of .

. Adverse Event reports suggesting cross-sensitivity within the class of H,-receptor antagonist (see

- medical officers review dated 2/24/99 to NDA 20-325). The stated effective date for this change is
© Tonorabout July 1,1999.” - TR PRy ‘ L

- Review

Al oral dosage forms of Pepcid® (famotidine) for prescription use share the same package insert.

~ The submitted final printed labeling (FPL) for the package insert, identified as circular 27825031

- (filename 782503 1.doc), Issued November 1998, was compared to the approved labeling &

~identified as circular #7825030, Tssued August 1998 (acknowledged and retained on J
1999 in NDAs 19-462/SLR-022; 19-527/SLR-016, and 20-752/SLR-001),

anuary 21,




NDA 19462/SLR-027
NDA 19-527/SLR-020
NDA 20-752/SLR-002

'CSO Labeling Rewew :

; Page2 -

X 1!

"1he FPI 1dent1fned as c1rcular # 78230'%1 Issued Vovcmbex 1)98 is acceptable An
‘ letter should be msued to these mpplcmentq

3 1999 Medlcal Ofﬁcer § Revxew :

‘The followmg changes were made to the package msert

The statement DRAFT LABELING

was added to the end of the CONTRAINDICATIONS section. g
This change is the subject of these supplements and was found acceptable in the March N

. The first letter of the establ:shed name famotldme” is changed from upper case to Iower S
“case throughout the labeling,” except in the drug name. title at the beginning of the labeling. =
~This editorial change makes the established name more consistent thh the convennon
“used by the Agency and is acceptable E '

. :‘The word _15 de leted from the forth paragmp 1 ofthe DESCRIPTION scctmn
- concerning the description of the orally disintegrating tablet dosage form. This chach was

made to make this paragraph editorially consistent with similar paragraphs concer ning -

~ the descnptxon 01 the tqblet ‘md oral. quspumon dosane forms and is acceptable :

~The ndttonal etock numbers (N %‘\J) were removed trom the HOW SUPPLIED section. These R
- numbers were the “(6505 01 XXX XXXX)" under a number of NDC numbers and - SEE

- correspond to product codes (corresponding to the respective NDC number above it) used by

- the Veteran’s Administration for the corresponding package configuration. Because, there
“are no regulatory requirements for the inclusion of these national stock mxmbex s in the e

ackage insert, thc deletmn of these numbexs is acceptable.

‘A space was added betWeen “No k and the mxmbers a5 53”and ** 554”'to correct a minor.

edttortal formattm(7 error.

C()nC]lNlO]IQ :

appr()\ al

~ Regulatofy Project Manager

Lo .




NDA 19-462/S-027

" NDA 19-510/S-026

NDA 19-527/8-020

- 'NDA 20-249/S-009...

< NDA 20-752/5- 002, \

o MR - g0005

" Merck Research Laboratories

g - Attention; Michelle W. Kloss, PhD

 P.O.Box4,BLA-20
_ 'West Point, PA 19486-0004

i Dear "'Di"‘.”Kloss’:

: We acknowlcdge recclpt of your labehno supplemental apphcahons submmed under sectlon DOW(b)ij?'

o of the Federal Food, Dmg, and Cmmeno Act for the followmg

NDANumbc"rf Supplement Number | =~ S Dr‘ugName“

19462 | osw027 Pepcid® (famotidine) Tablets

19-5100 L8026 0 | Pepeid® (famotidine) Injection

:19:-527 o 80200 Pepcid® (famotidine) for Oral Suspension

: '.I‘f,20»249 Sl 5009 Pepeid® (famotidino) Injection Premixed -

20;752_;;::, 8002 | Pepeid RPQW'(fai'li;ot'idilue)‘Orally Disintigrating Tablets

B VDate of Supplemems Januarv 27 1999
: 'f‘i'»Dﬁte ofRece1pt Janauary 28 1999
These supplements propose to add the tollowmn contraindication statemem to the'end of the
- CONTRAINDICATIONS section of the package insert: “Cross sensitivity in this class of

.~ -compounds has been observed. Therefore, PEPCID should not be administered to patients \\nh a
hlstory of hypersensxtlvxty to other H, -receptor Emt'l(’()m\t\

i ‘We note that you have submnted these Supplements undcr 21 CFR 314. 70(c) Speual Supplumm ,

-~ Changes Being Effected.” “Your submxssmns states tlﬂt ths 1mplementanon datc tor tlns change is -

~onor before July 1 1999

D Unlesq we notxfy you thhm 60 days of our recexpt datc: that the 'xppllcqtlone are not \uftxcxent N
- completé to permit a substantive review, these apphcanons will bg filed undu sunon 505(by ol lhc
& Act on \/Ialch 29, 1999 n dccordanu w 1th ’71 CI R 314 101 (a)




NDA 19-462/S-027
- NDA 19-510/8:026
' NDA 19-527/S-020 -
NDA 20-249/S-009
~ NDA 20- 752/S- ooz‘, s
' Page2 B '

: Please cite the apphcatxon numbers listed above at the top of the first page of any commumcanons

o * concerning these appllcatxonq All commumcatxons concemmg these supplemental apphca’nons
o *should be addressed as follows: RSN

| : -~ U.S. Postal/Couner/Overmght Maﬂ : o

Food and Drug Admxmstrdtlon S
. Center for Drug Evaluation and Research TR
" Division of Gastrointestinal and- Coagulatlon Druo Products HFD 180
- Attention: Division Document Room
. ."5600 Fishers Lane -
~ Rocl\vﬂ]e Mdryland 20857

If you have any questlons contact me at (301) 827 1602

: mecerely,‘ :

~ Michael'Folkendt
" Regulatory Project Manager -
e Division of Gastrointestinal and
- Coagulation Drug Produicts. = -
~ Office of Drug Evaluation 11T .
Center for Drug Evaluat:on 'md Research

Ceer

Archival ND-\S 19 462 19 510 19 527 20 249 20-732:
HFD-180/Div. Files '

HFD-180/M. Folkendt

DISTRICT OFFICE

Dratted by mmf/March 4 1999
‘final: 3/4/99 i & ‘
. filename: 19462-8027—/\CK.doc S

- SUPPLEMENT ACKNOWLEDGEMENT (AC)




o

| NDA 20-249/5-009

NDA 19:510/5-026

Merck Research 'LaBQ[vatori'es ;
Attentnion’ Michelle W. Kloss, Ph D
P.O. Box4, BLA=20 ..

West Point, PA 19486-0004 [T

Deér Dr: Kloss:

Please refer to your supplemental new drug applxcatlons dated January 27, 1999, received January 28. 1999,
submitted under-section 505(b)y of the Federal Food Drug, and Cosmetic Act for Pepud® (lamotldme)

L ‘lmectlon and In)ectxon Premmed

'V\\ e acl\nowledge rece;pt of your correspondence dated February 5, 1999

These: supplements provxde for the addition ofthe followmg contramdxcauon statement to the end ofthe R
- CONTRAINDICATIONS section of the package insert: “Cross sensitivity in this class of compounds has

been observed: Therefore, PEPCID should not be admlmstered to patients with a history of hvpersensnmw e
L to other H»- receptor aritagonists.” : ~ :

o \\ e have completed the review of these supplemental applxcatxons and have concluded that ﬂdequate -

information has been presented to demonstrate that the drug products are safe and effective for use as
recommended in the submitted final printed labeling (package insert submitted January 27, 1999, - ;

Auordmgly, these supplemental appllcatlons are approved effectwc on the date ot this letter.

S lfa letter commumcatmq xmpommt mformataon about these druU products (1 e, d ‘Dear Health Care i
- Practitioner” letter) is issued to physicians and others responsible for patlent care, we reqne:t that vou submit:

'_ a copv ofthe letter to'these NDAs and-a copy to the followmg address:

‘ \IEDWATCH HF 2

- FDA
5600 Flslxers Lane
Rockwlle \/lD 20857

We remmd you that you must comply thh the requnrements for anapproved NDA set forth” under 21 CFR

314 SOand31481

L tlf_\‘ou have any que’stié_n's, contact Michael Folkendt, Regulatory Project Manager, at (301) 827-1602 -

Smcerely‘ :

[ /8/ /)3-t9-575
- Lxha Talarico, M D
- Director ..
Division of Gasxromtestmal and
~Coagulation Drug Products -
Office of Drug Evaluation [II SR
~ Center for Drug Evaluation and Research




~ Division of Gastrointestinal and Coagulation Drug Products

 CONSUMER SAFETY OFFICER LABELING REVIEW

SRR NDA-nmnbef ‘v:S‘upplementvnurrimer‘ o k | Drug Name . o T
19510 |- SLR-026 | Pepcid® (famotidine) Injection . B Rt
o [720-249 | SLR-009 T Pepcid® (famotidine) Injection Premixed R

Sp‘o‘hso“r:" Merck Research Laboratories

i TR R
'IMateri'alRevi'ewed—”” B R R T

_January 27,1999 | . January 28, 1999 | Final Printed Labeling (FPL), ID # 9042508

| e ey : | Diskette (formatted labeling text in MS Word 97) o i
 February 51999 . February 8’1999‘; Filename: 9042508.doc R i

_Submission Date | Receipt Date Ttem(s) Reviewed — # B

| - ’I:E“Ba’ckgroﬁii_d' o Chin
v These 'sup’pl’er‘henté, submitted as S’pé"ciaIfSUPplement 5 Change’s Béin‘g'Effected,”,’ prbvidés for the g

~addition of the following contraindication statement to the end Of the CONTRAINDICATIONS -
‘ sectiQn of the package insert; = - ShE s - BN SE SRRer

B DRAFT LABELING

The firm submitted these supplements to make the contraindication statement in the prescription -
package insert consistent with the recently required allergy warning statement for the o S
nonprescription Pepcid AC® (famotidine) drug products labeling, This allergy warning statement,
“Do not use if you are allergic to Pepcid AC® (famotidine) or other acid reducers,” required by the
Division of Over-The-Counter Drug Products, originated from the discovery of a number of

-Adverse Event reports suggesting Cross-sensitivity' within the class of H;-receptor antagonist (see
medical officers review dated 2/24/99 to NDA 20-325). The stated effective date for this change is
“on or about July 11999 : HIRSE TR I o

- Review

R Al p‘arenterzil‘dosage‘ forms of Pepcid,si'(fam'otidine) fof~ prescription use share the same packagé o

- insert. The submitted final printed labeling (FPL) for the package insert, identified as circular # - S
9042508 (filename 9042508.doc), Issued November 1998, was compared to the approved




 labeling identified s circular # 9042507 fssueq August 1998
| Jomuary 20,1999 in NDAS 19-510/SLR-020 and 20-249/SL .07

= Theifol'lo{\;ihg ’chahgcskwe:r'e made to the pac‘kabge ‘inseft: :

UL The statement ,

: 3, 1999,‘ Medical Officer’s Re‘view.

S '21.>i"‘v"1"}:1’f';‘»se00ndafy control number located éither i

= "_;'-‘co‘n‘cerning the safe use of the drug and is acc

s

Sy The national stock numbers (NSN) were remove

~ NDA 19-510/SLR-026

- NDA 20-249/SLR-009
- CSO Labeling Review
 Page2

(acknowledged and retained on

BRIDRAFT LABELING

wda o () C. €
his change is the subject of these supplements and

9 NTRAINDICATIONS section.

- has been changed from “07-19-04-689" to “07
~control number is for use by Baxter Healtheare
- ‘premixed injection formulation. This change d

2.0 According to the firm; thié_’-f
Corporation who manufactures the =

eptable. e

SIDRAFT LABELING

L

This change

: e insert for the oral dosage forms,
. This change is acceptable. -~ R

4. Inthe DOSAGE AND ADMINISTRATION section:

.- Immediately bal,
RS DRAFT LABELIN

S ‘acceptable.

6. The period at the end of the parenthetical phrase “(See HOW SUPPLIED, Storage)" in

- the “PEPCID Injection Premix
~ parentheses s YN AN e ,
-~ a'minor punctuation error and is acceptable.

eel moved to inside the closing e
- This editorial revision corrects ;

d from the HOW SUPPLIED section These
- numbers were the “(6505 0] XXX XXXX)” under a number of NDC numbers and ‘

- correspond to product codes (corresponding to the respective NDC number
- the Veteran’s Administration for the correspond

was found acceptable in the March i

0es not change the content of the l'iib‘elixi‘g o

es this statement SRR

ke title of the “Dosa e for Pediatric Patients” subsection, the phrase - B
|” has been indented. This editorial revisionis .

above it)“used by

ing package configuration. Because, there L




NDA 19-510/SLR-026

NDA 20-249/SLR-009
CSO Labeling Rev1ew i
PaUe 3 :

S are no regulatory reqmrements for the mclusnon of these n.monul stock numbcrs in the
package msert the deletion of these numbers is acceptable

Conclus:ons ;

The FPL 1dent1ﬁed as cm:ular # 9042508 Issued November 1998 1 acceptable An approx al

‘ Ietter should be 1ssued to these supplements

eer ‘
fArchxval NDA ]9 510
: NDA 20-249

o / S/

SSEERVIRI T

. /S/}*

Ruzulatory Pro;ect ManaOer

”’/ f/éc/

el L A g

AT

SRR ML

© HED-180/Div. Files for NDAs 19-510 & 20249 |

HFD ISO/M Folkendt

draft rnmf/\/Iarch 15 1999

final: 3/17/99 = - : ‘ .
filenare:. 1931() SLRO26 LBLrewew DOC

cso LABELING REVIEW

i APPEARS THIS Way
o~ omcmq




 NDA 19-462/8-027

 NDA 19-527/8-020 |

. NDA 19-510/8-026 Rt o
‘NDA20-249/S-009 i ; h‘AH 12 999
- NDA 20-752/8-00~ . i |

- Merck Research Laboratories
“Attention: Michelle W. Kloss, Pl D..
P.O. Box 4, BL A- 20

- West Point, PA 19486 0004

D‘eér Dr.ﬁK]“oks‘s:ﬂ;' kAR

'f*';f'Please refer to your supplemental new druCr applrcatlons for Pepcrd® (famotrdme) Tab lets, for
Oral Suspension, Injection, Imectxon Pre~Vh>\ed and Pepmd RPDT“ (famotldme) Orally
: Drsmtegratmc7 Tablets Lo :

Reoardmo your request for copies of the advcrse event repom recewed bv the Agency
~suggesting cross-sensitivity within the class of H.- receptor antagonist, your request should be

, drrected to the new drun apphcatrons (ND A) for non~prescr1ptxon Pepud AC"” at the following

o address:

R Food and Druv Admlmstratron i ‘
Center for Drug Evaluation and Research

2 :_, - Division of Over-The- Counter Dmg, Products HED-360
209201 Corporate Blvd: ‘ r
: ‘Rockville, MD 20850

- Ifyou have any questrons contact Mrchael Fol kendt PrOJu:t Manager at (301) 827 1607

Smu:rely,

L/S/fé (2 7

- Lilia Talarico, M.D. |
Director =~ K
; D1v1510n of Gaqtromtestmal and
- Coagulation Drug Products
- Office of Drug Evaluation I
- Center for Drug Evaluation and Research




